INTRODUCTION AND OBJECTIVES: Loss of the PTEN tumor suppressor is a powerful prognostic biomarker in prostate cancer. However, the significance of tumour heterogeneity and partial loss are not clearly defined, nor are interactions between PTEN loss and the TMPRSS2-ERG fusions, the most common genetic aberration found in prostate cancer. Taking into account TMPRSS2-ERG status, we aimed to define and quantify patterns of PTEN loss that best account for the risk of recurrence in low and intermediate-risk prostate cancer patients who underwent radical prostatectomy.
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METHODS: Tissue microarrays comprising a training (n[410) and validation (n[272) cohorts were constructed and PTEN protein levels were measured using automated clinical grade immunohistochemistry assays. PTEN loss was quantified per cancer cell and per cancer core using digital and visual scoring. Thresholds for PTEN loss were determined by log-rank statistics and Kaplan-Meier survival estimator. Cox's proportional hazards models were used to determine the prognostic significance of selected cut-offs of PTEN loss along with multiple pathological and clinical variables.
RESULTS: PTEN loss in >65% of cancer cells (digital scoring)/ per case or >50% of TMA cancer cores/per case (visual scoring) were associated with a 50% reduction in recurrence free survival (RFS) (% cells, HR[4.22, p<0.001 and % cores, HR[2.75, p[0. 002 in multivariate analysis, respectively). Median RFS was 10.2 yrs for any PTEN loss (p<0.001) vs 5.4 yrs for >65% cells with PTEN loss (p<0.001) in Kaplan-Meier analysis. Cases with PTEN loss but without TMPRSS2-ERG fusion had the shortest RFS (4.1 yrs) compared to cases with TMPRSS2-ERG fusion (10 yrs; p[0.001). Finally, PTEN loss was found almost exclusively in dominant tumor foci (50/54 cases).
CONCLUSIONS: Degree of PTEN protein loss is strongly associated with disease progression. PTEN loss is independently associated with increased risk of disease progression regardless ERG status. Its high level of intra-focal heterogeneity and strong association with dominant foci indicates that PTEN assessment is vulnerable to sampling error and might influence on prognostic assessment of biopsy samples. Any PTEN loss may not be a "red flag" for poor prognosis. Quantitative assessment of PTEN loss may improve risk stratification of patients with localized prostate cancer.
Source of Funding: Work by T.J., P.P. and D.M.B. was awarded by Prostate Cancer Canada (PCC) and is proudly funded by the Movember Foundation-Grant #T2014-01. 
INTRODUCTION AND OBJECTIVES:
Age is an important prognostic factor in oncology. Over 20% of men diagnosed with prostate cancer (PC) are > [ 75 years old. In the growing elderly population, objective methods for predicting outcomes beyond chronologic age are necessary in order minimize the likelihood of withholding curative treatment when warranted. Herein, we describe and analyze agerelated differences in clinico-genomic prognostic indices of aggressiveness in localized PC.
METHODS: Clinical and genomic data for 8355 patients from the Decipher Genomic Resource Information Database (GRID; NCT02609269) was obtained. Conventional and genomic prognostic indices including Decipher GC scores, PAM50 molecular subtypes (e.g. luminal A/B or basal) NCCN risk groups and Gleason groups (GG) were stratified by age using multivariable logistic regression analyses (MLRA).
RESULTS: With increasing decile of age, we observed a higher proportion of high GG and higher Decipher scores. There was a statistically significant increase in the proportion of patients with high Decipher scores with increasing age among GG1 and GG2 ( < 55 -10.2%, 30.7%, 55-60 e 15.4%, 25.6%, 60-65 e 15.9%, 29.7%, 65-70 e 16.9%, 28.2%, 70-75 e 17.9%, 30%, and > 75 e 20.3%, 37.3%, respectively). Furthermore, the prevalence of the PAM50 luminal B subtype (associated with worse prognosis) increased with age among GG1 and GG2 ( < 60 e 22.2%, 40%, 60-65 e 29.1%, 41.7%, 65-70 e 28.2%, 39.2%, 70-75 e 30%, 43.4%, 75-80 e 33.5%, 44.3%, > 80 e 34.2%, 52%, respectively). Among higher grade tumors (GG 3-5), no statistically significant differences between the different age groups were observed. MLRA demonstrated that in addition to higher T stage, PSA and GG, each age decile entailed a 20% increased risk for a high Decipher score (OR 1.2, 95% C.I 1.11-1.3, p < 0.001).
CONCLUSIONS: Older men with lower grade tumors, as opposed to higher grade tumors, harbored worse disease based on genomic risk models. The accepted paradigm of elderly PC patients being treated conservatively based solely on chronologic age, needs to be changed. We provide evidence suggesting the utility of clinical- Vol. 201, No. 4S, Supplement, Saturday, May 4, 2019 THE JOURNAL OF UROLOGY Ò e403
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